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Background: Tobacco and alcohol are risk factors associated with cancer of the upper aerodigestive tract, but
increasingly the role of infection and chronic inflammation is recognized as being significant in cancer
development. Bacteria, particularly Helicobacter pylori, and viruses such as members of the human papilloma
virus family and hepatitis B and C are strongly implicated as etiological factors in certain cancers. There is less
evidence for an association between fungi and cancer, although it has been recognized for many years that
white patches on the oral mucosa, which are infected with Candida, have a greater likelihood of undergoing
malignant transformation than those that are not infected.
Objective: This article reviews the association between the development of oral squamous cell carcinoma in
potentially malignant oral lesions with chronic candidal infection and describes mechanisms that may be
involved in Candida-associated malignant transformation.
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I
nfection is an important cause of cancer, causing
approximately one in five malignancies worldwide
(1, 2). The three main examples are infection with
the bacterium Helicobacter pylori leading to an elevated
risk of developing gastric adenocarcinoma and gastric
lymphoma, infection with particular types of human
papillomavirus (HPV) leading to cervical cancer, tonsillar
carcinoma and some cases of oral squamous cell carci-
noma (OSCC) and chronic hepatitis B and C infections
leading to hepatocellular carcinoma (14). The herpes-
virus,Epstein-Barr virus (EBV), isimplicatedina rangeof
malignancies including Burkitt’s lymphoma, Hodgkin’s
lymphoma, and nasopharyngeal carcinoma and another
memberof the herpesvirus family, human herpesvirus 8, is
a causal factorin Kaposisarcoma (2,3). Chronic infection
with Opisthorchis viverrine, the Thai liver fluke and other
liver flukes are associated with cholangiocarcinoma and
there is evidence suggesting an association between
schistosomiasis and bladder cancer (2).
There is less evidence of an etiological association
between fungal infection and cancer, although for many
years Candida spp. have been implicated in various
epithelial cancers. Candidal infection does not appear
to be a risk factor for dysplastic cervical lesions or
cervical carcinoma (5) and most interest in Candida and
carcinogenesis is related to oral and esophageal carci-
noma. There have been a number of reports of oral or
esophageal carcinoma developing in immunocompro-
mised patients with chronic mucocutaneous candidiasis
and often with autoimmune polyendocrinopathy-
candidiasis-ectodermal dystrophy (69). But what evi-
dence links candidal infection with OSCC in patients
with a functional immune system? The aim of this paper
is to review the association between the development of
OSCC in potentially malignant oral lesions with chronic
candidal infection and to describe mechanisms that may
be involved.
Several Candida spp. are common commensal fungi
that frequently can be found colonizing the oral mucosa.
From cross-sectional studies, asymptomatic carriage rates
in healthy individuals range from 3 to 70% but the true
prevalence is probably much higher (10). Most oral
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on the local oral microenvironment or whether host
defense mechanisms are compromised, they can trans-
form from a harmless commensal to an organism causing
oral mucosal infection leading to a range of conditions.
Epidemiological studies have shown that when host
defenses are compromised most candidal infections arise
from an endogenous commensal strain rather than an
exogenous strain (11, 12). This paper will concentrate on
chronic candidal infection, specifically chronic hyperplas-
tic candidiasis (CHC), sometimes also known as ‘candi-
dal leukoplakia.’
Association of Candida spp. with leukoplakia
and chronic hyperplastic candidiasis
Cernea et al. (13) and Jepsen and Winther (14) were the
first to recognize Candida infection in oral leukoplakias
and introduced the term ‘candidal leukoplakia.’ Since
most definitions of leukoplakia refer to it being idio-
pathic (15), the preferred clinical term for an adherent
white patch shown to be infected with Candida is CHC
rather than ‘candidal leukoplakia.’ The CHC is a form of
oral candidiasis that typically presents as an adherent
chronic white patch on the commissures of the oral
mucosa, although other sites of the oral mucosa may also
be affected. It is characterized by hyphal invasion of the
epithelial surface, which usually becomes parakerati-
nized; the hyphae rarely extend beyond the parakeratin
layer. Candida albicans is the most common Candida
species present in candidal leukoplakia/CHC (14, 16)
although other species such as Candida dubliniensis,
Candida tropicalis, Candida pintolopesii, Candida glab-
rata, and Saccharomyces cerevisiae have been identified in
these lesions (17, 18).
CHC has a propensity to undergo malignant transfor-
mation. Cawson (19) found that 6 out of 10 tissue
biopsies initially diagnosed as CHC progressed to
OSCC while Eyre and Nally (20) reported that 2 of 3
CHC cases underwent malignant transformation. In
contrast, some CHC lesions resolve when treated with
antifungals (21). Lamey et al. (22) reported a case of
candidal leukoplakia with epithelial dysplasia that re-
solved within 11 days of systemic treatment with a
triazole antifungal.
It has been shown that leukoplakia with candidal
infection has a higher rate of malignant transformation
than uninfected leukoplakia, with estimates that 15%
of non-dysplastic CHC will progress to dysplastic
lesions with 10% of these developing OSCC (23, 24).
McCullough et al. (25) postulated that the progression of
CHC to dysplasia is advanced by C. albicans. Signifi-
cantly more lesions infected with Candida showed pro-
gressively more severe dysplasia in subsequent biopsies
than occurred in subsequent biopsies from patients
without candidal infection in the initial specimen (26).
It has also been observed that the level of oral carriage of
C. albicans is higher in patients presenting with leuko-
plakia or OSCC than in patients without oral pathology
(25). Furthermore, C. albicans was detected in the biofilm
removed from the surface of 8/21 untreated OSCC lesions
but not from contiguous normal control sites (27).
It remains uncertain as to whether C. albicans is
actually responsible for the malignant transformation in
potentially malignant lesions. The presence of C. albicans
does not necessarily prove a causal relationship and it has
been argued that the presence of Candida in awhite lesion
is incidental and it has merely colonized a pre-existing
lesion, due to favorable environmental conditions (14).
Alternatively C. albicans may have a direct or indirect
role in oral carcinogenesis and some C. albicans biotypes
may contribute more to carcinogenesis than others.
Arguments for and against these possibilities will be
discussed below.
Attributes of C. albicans that may influence oral
cancer development
Colonization of the epithelium
The ability of C. albicans to colonize, penetrate, and
damage host tissues depends on an imbalance between
C. albicans virulence factors and host defenses, often
due to specific defects in the immune system (28, 29). C.
albicans virulence factors and adherence to mucosal or
artificial surfaces in the mouth have been extensively
reviewed (30, 31). Two different mechanisms by which
C. albicans can invade keratinocytes have been proposed
(32). One mechanism involves the secretion of degrada-
tive enzymes by the fungus, particularly secreted aspar-
tic proteases that can digest epithelial cell surface
components and, thereby, allow the physical movement
of hyphae into, or between, host cells. The second
proposed mechanism is the induction of epithelial cell
endocytosis (33). C. albicans stimulates keratinocytes to
produce pseudopod-like structures that surround the
fungus and draw it into the cell in a process involving
the E-cadherin pathway (33). Recently, it has been
shown that adhesion, invasion, and damage by C.
albicans depends not only on fungal morphology and
activity, but also on the keratinocyte type and stage of
differentiation, indicating that epithelial cells differ in
their susceptibility to the fungus (34). Another factor
that contributes to the adhesion of C. albicans to
mucosal surfaces is a fibrillar surface component of
the yeast cell wall, a strain-specific mannoprotein layer
(3537). Several cell surface proteins have been identi-
fied as adhesins recognizing host molecules and postu-
lated to mediate the formation of C. albicans biofilms in
vitro (31, 38, 39).
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Candida might induce OSCC by directly producing
carcinogenic compounds, for example, nitrosamines
(40). Such a carcinogen will bind with DNA to form
adducts with bases, phosphate residues, and/or hydrogen
bonding sites that could cause miscoding or irregularities
with DNA replication (41). Point mutations thus induced
may activate specific oncogenes and initiate the develop-
ment of oral cancer. Krogh et al. (42) showed that some
Candida spp. isolated from leukoplakia lesions were able
to produce the potent carcinogen N-nitrosobenzylmethy-
lamine (NBMA). The ability to catalyze the formation of
NBMAwas strain-dependent and these particular strains
were relatively rare in the oral cavity (18). Strains with the
highest potential to produce NBMA were isolated from
advanced, potentially malignant, oral mucosal lesions
rather than early lesions or normal oral mucosa (42). It
was suggested that the tubular hyphal structure of C.
albicans might be important as this structure allows
ingress of precursors from saliva and a release of the
nitrosamine product to keratinocytes, potentially initiat-
ing OSCC (42). However, in a mouse model of oral
carcinogenesis Dwivedi et al. (43) found that infection
with C. albicans alone was not capable of inducing
dysplasia or OSCC.
Ability to promote carcinogenesis in initiated
epithelium
C. albicans has been shown to act as a promoter of oral
carcinogenesis in rat and mouse OSCC models where
carcinogenesis had been initiated by repeated adminis-
tration of 4 nitroquinoline 1-oxide (4NQO) (43, 44). As
well as histological evidence of dysplasia in the mice
exposed to both 4NQO and C. albicans, there was
increased Ki-67 and p16 expression in comparison with
mice treated with 4NQO alone or C. albicans alone
suggesting that Candida creates an environment condu-
cive to cell proliferation that may lead to clonal expan-
sion of genetically altered cells (43).
Ability to metabolize procarcinogens
Alcohol consumption is known to be an important risk
factor for the development of OSCC. In vitro studies with
human tissue culture cells and animal studies have shown
that alcohol itself is not a carcinogen (45). Rather, it is the
products of alcohol metabolism that are active factors in
carcinogenesis. Metabolism of ethanol results in the
generation of toxic compounds such as acetaldehyde,
hydroxyethyl radicals, ethoxy radicals, and hydroxy
radicals (46, 47). Acetaldehyde is highly toxic, mutagenic,
and carcinogenic and this effect has been shown in many
cell culture studies, as well as in animal models (4749).
An increased prevalence of oral cancer is seen in certain
populations with a genetic predisposition to accumulate
acetaldehyde in oral tissues following ingestion of alco-
hol. The enzymes involved in acetaldehyde metabolism
are aldehyde dehydrogenase (ALDH) and alcohol dehy-
drogenase (ADH). In the mouth the conversion of
alcohol to acetaldehyde can be catalyzed by ADH
enzymes from the epithelium and also from oral micro-
organisms. Clinical studies have shown that oral fungi
and bacteria may be a major source of acetaldehyde in
the oral cavity (40, 5053). Furthermore, in vitro, C.
albicans cultures accumulated higher concentrations of
acetaldehyde compared to other Candida species (54).
Acetaldehyde in the oral cavity can also come from
tobacco smoking. Tobacco use, like alcohol consump-
tion, has a definite epidemiological association with the
development of OSCC, suggesting an etiological role.
Tobacco smoke contains toxic aldehydes, and the com-
bined use of tobacco and alcohol has a synergistic effect
on the risk of developing oral cancer (55). Homann et al.
(50) showed that tobacco smokers exposed to ethanol
had a high concentration of salivary acetaldehyde. Our
recent investigations (Bakri et al., unpublished observa-
tions) have revealed that Adh1p is the major C. albicans
ADH isoenzyme catalyzing ethanol utilization and,
therefore, acetaldehyde production, and that there is a
constitutive expression of C. albicans ADH1 mRNA in
CHC biopsy samples. Taken together these data suggest
that acetaldehyde may play an important role in the
development of oral cancer. Studies assessing the effect of
using the amino acid cysteine to interfere with acetalde-
hyde-related cancer progression have been initiated (56,
57). Cysteine binds acetaldehyde to form a stable
compound thus eliminating its carcinogenic effect (56).
Ability to modify the microenvironment and induce
chronic inflammation
The association between cancer and chronic inflamma-
tion has been debated for many years, but recently the
role of epithelialconnective tissue interactions and the
activity of chronic inflammatory cells and mediators in
the tumor microenvironment has been gaining attention
(5860). Tumor growth and invasion involves multiple
interactions between tumor cells and stromal cells.
Among the many different stromal events that may
contribute to carcinogenesis is the induction of specific
proteolytic enzymes, able to degrade components of the
basement membrane and/or fibrous stroma (59, 61, 62).
C. albicans has been shown to secrete specific proteinases,
capable of degrading basement membrane and extracel-
lular matrix (63, 64). Degradation of laminin-332, a
laminin present in the basement membrane associated
with oral epithelium, by C. albicans has been described
(65). C. albicans has also been demonstrated to degrade
E-cadherin, a transmembrane glycoprotein important in
adhesion of adjacent keratinocytes (66). These findings
have implications not only on the potential for tissue
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the invasion of genetically altered epithelial cells, first by
reducing keratinocyte cohesion and then by assisting
their passage through the basement membrane.
Mucosal bacterial infection will induce chronic inflam-
mation in the adjacent connective tissue leading to
upregulation of cytokines and growth factors, which in
turn may influence carcinogenesis (67, 68). This process
has been well described in gastric carcinogenesis where H.
pylori infection leads to chronic inflammation and over-
expression of cyclooxygenase-2 (COX-2). COX-2 is an
enzyme that converts arachidonic acid to prostanoids
(prostaglandins, thromboxanes, and prostacyclins) and is
strongly expressed in esophageal, gastric, and colon
cancer and precancerous lesions (69). Long-term use of
non-steroidal anti-inflammatory agents (e.g. celecoxib
that block COX-2 production) substantially reduces the
risk of these cancers (70, 71). Altered COX-2 expression,
which correlated with an altered expression of cytoplas-
mic HuR protein (a protein that regulates the stability of
COX-2 mRNA) has been shown in OSCC (72). C.
albicans has been found to induce IL-8 secretion of
endothelial cells by stimulating the cells to produce TNF-
a (73). Wenghoefer et al. (74) did not detect increased
expression of COX-2 or the proinflammatory cytokines
IL-1b, IL-6, IL-8, IL-10, or TNF-a in biopsy specimens
of leukoplakia and concluded that chronic inflammation
was not involved in the pathogenesis of leukoplakia. The
samples they used were homogeneous leukoplakia. Non-
homogeneous leukoplakias, with a known higher risk of
malignant transformation (75), were excluded and so this
conclusion is not necessarily applicable to nonhomoge-
neous lesions infected with Candida or CHC.
The transcription factor NF-kB, a key coordinator of
innate immunity and inflammation, is also an important
tumor promoter (76, 77). It responds to signals from the
toll-like receptor (TLR)-My88 signaling pathway, which
is activated after tissue damage and microbial infection
and can also be turned on as a result of genetic
alterations in tumor cells (76). NF-kB activates genes
encoding inflammatory cytokines and enzymes such as
COX-2. Members of the TLR family have been shown to
be important in the recognition of C. albicans and
consequent induction of cytokines (78). Hence, candidal
infection may activate particular TLRs that can commu-
nicate with the tumor promoter NF-kB. NF-kBi s
frequently involved in carcinogenesis where cancer-re-
lated inflammation is a feature (76). The link between C.
albicans, TLR and NF-kB, and the production of
cytokines and enzymes in the prostaglandin synthesis
pathway, such as COX-2, is another potential mechanism
whereby C. albicans might influence the development of
oral cancer. This influence is likely to be exerted in the
early stages of cancer development, but cancer-related
inflammation is also involved in the metastasis of
malignant cells (76). C. albicans enhanced the develop-
ment of hepatic melanoma metastases in a mouse model
via the elaboration of prometastatic cytokines IL-18 and
TNF-a within the blood as well as in the tumor
microenvironment (79).
Conclusion
Although Candida spp., particularly C. albicans, has been
implicated in oral and esophageal cancer development,
the pathogenic mechanisms and its carcinogenic capabil-
ity is not clearly understood. C. albicans is a normal
commensal within the oral cavity and simply the presence
of the fungal species itself does not relate to the etiology
of cancers. Apart from the ability to produce carcinogens
such as nitrosamine, which has been known for some
time, recently other mechanisms by which Candida spp.
may promote the development of cancer have been
explored. The metabolism of ethanol to the carcinogenic
acetaldehyde and the induction of proinflammatory
cytokines may be important etiological factors in oral
cancer development. Perhaps these new findings will
generate interest in the potential association between
Candida and oral cancer and spur controlled prospective
clinical studies in this field. In the meantime the advice
given by Sitheeque and Samaranayake (80), who advo-
cated that recalcitrant CHC lesions that do not resolve
after antifungal therapy should be monitored closely and
who said strong consideration should be given to their
removal either by conventional surgery or laser surgery,
remains sound.
Conflict of interest and funding
The authors have not received any funding or benefits
from industry to conduct this study but gratefully
acknowledge a University of Malaya Scholarship (to
MMB) and research funding from the New Zealand
Dental Association Research Foundation (to AMR).
References
1. Parkin DM. The global health burden infection-associated
cancers in year. Int J Cancer ; 118 2002; 2006: 303044.
2. de Martel C, Franceschi S. Infections and cancer: established
associations and new hypotheses. Crit Rev Oncol Hematol 2009;
70: 18394.
3. Pagano JS, Blaser M, Buendia M-A, Damania B, Khalili K,
Raab-Traub N, et al. Infectious agents and cancer: criteria for a
causal relation. Semin Cancer Biol 2004; 14: 45371.
4. Ryerson AB, Peters ES, Coughlin SS, Chen VW, Gillison ML,
Reichman ME, et al. Burden of potentially human papilloma
virus-associated cancers of the oropharynx and oral cavity in the
US, 19982003. Cancer 2008; 113: 29019.
5. Engberts MK, Vermeulen CF, Verbruggen BS, van Haaften M,
Boon ME, Heintz AP. Candida and squamous (pre) neoplasia of
immigrants and Dutch women as established in population-
based cervical screening. Int J Gynecol Cancer 2006; 16: 1596
600.
Marina Mohd Bakri et al.
4
(page number not for citation purpose)
Citation: Journal of Oral Microbiology 2010, 2: 5780 - DOI: 10.3402/jom.v2i0.57806. Firth NA, O’Grady JF, Reade PC. Oral squamous cell
carcinoma in a young person with candidosis endocrinopathy
syndrome: a case report. Int J Oral Maxillofac Surg 1997; 26:
424.
7. Domingues-Ferreira M, Grumach AS, Duarte AJ, De Moraes-
Vasconcelos D. Esophageal cancer associated with chronic
mucocutaneous candidiasis. Could chronic candidiasis lead to
esophageal cancer? Med Mycol 2009; 47: 2015.
8. Rautemaa R, Hietanen J, Niissalo S, Pirinen S, Perheentupa J.
Oral and oesophageal squamous cell carcinoma  a com-
plication or component of autoimmune polyendocrinopathy-
candidiasis-ectodermal dystrophy (APECED, APS-I). Oral
Oncol 2007; 43: 60713.
9. Rosa DD, Pasqualotto AC, Denning DW. Chronic mucocuta-
neous candidiasis and oesophageal cancer. Med Mycol 2008; 46:
8591.
10. D’Enfert C. Hidden killers: persistence of opportunistic fungal
pathogens in the human host. Curr Opin Microbiol 2009; 12:
35864.
11. Bouza E, Mun ˜oz P. Epidemiology of candidemia in intensive
care units. Int J Antimicrob Agents 2008; 32: S8791.
12. Marol S, Yu ¨cesoy M. Molecular epidemiology of Candida
species isolated from clinical specimens of intensive care unit
patients. Mycoses 2008; 51: 409.
13. Cernea P, Crepy C, Kuffer R, Mascaro JM, Badillet G, Marie
JL. Little known aspects of oral candidiasis. The candidiasis
with multiple foci of the oral cavity. Rev Stomatol Chir
Maxillofac 1965; 66: 10338.
14. Jepsen A, Winther JE. Mycotic infection in oral leukoplakia.
Acta Odontol Scand 1965; 23: 23956.
15. Van der Waal I. Potentially malignant disorders of the oral and
oropharyngeal mucosa: terminology, classiﬁcation and present
concepts of management. Oral Oncol 2009; 45: 31723.
16. Lipperheide V, Quindos G, Jimenez Y, Ponton J, Bagan-
Sebastian JV, Aguirre JM. Candida biotypes in patients with
oral leukoplakia and lichen planus. Mycopathologia 1996; 134:
7582.
17. Bartie KL, Williams DW, Wilson MJ, Potts AJ, Lewis MA. PCR
ﬁngerprinting of Candida albicans associated with chronic
hyperplastic candidosis and other oral conditions. J Clin
Microbiol 2001; 39: 406675.
18. Krogh P, Holmstrup P, Thorn JJ, Vedtofte P, Pindborg JJ. Yeast
species and biotypes associated with oral leukoplakia and lichen
planus. Oral Surg Oral Med Oral Pathol 1987; 63: 4854.
19. Cawson RA. Chronic oral candidiasis and leukoplakia. Oral
Surg Oral Med Oral Pathol 1966; 22: 58291.
20. Eyre J, Nally FF. Oral candidosis and carcinoma. Br J Dermatol
1971; 85: 735.
21. Cawson RA, Lehner T. Chronic hyperplastic candidiasis 
candidal leukoplakia. Br J Dermatol 1968; 80: 916.
22. Lamey PJ, Lewis MA, MacDonald DG. Treatment of candidal
leukoplakia with ﬂuconazole. Br Dent J 1989; 166: 2968.
23. Samaranayake LP, MacFarlane TW. Oral candidosis, London:
Butterworth; 1990.
24. Bartie KL, Williams DW, Wilson MJ, Potts AJ, Lewis MA.
Differential invasion of Candida albicans isolates in an in vitro
model of oral candidosis. Oral Microbiol Immunol 2004; 19:
2936.
25. McCullough M, Jaber M, Barrett AW, Bain L, Speight PM,
Porter SR. Oral yeast carriage correlates with presence of oral
epithelial dysplasia. Oral Oncol 2002; 38: 3913.
26. Barret AW, Kinsmill VJ, Speight PM. The frequency of fungal
infection in biopsies of oral mucosal lesions. Oral Diseases 1998;
4: 2631.
27. Nagy KN, Sonkodi I, Szoke I, Nagy E, Newman HN. The
microﬂora associated with human oral carcinomas. Oral Oncol
1998; 34: 3048.
28. de Repentigny L. Animal models in the analysis of Candida
hostpathogen interactions. Curr Opin Microbiol 2004; 7:
3249.
29. Fidel PLJ. Immunity to Candida. Oral Dis 2008; Suppl 2: 6975.
30. Cannon RD, Holmes AR, Mason AB, Monk BC. Oral Candida:
clearance, colonization, or candidiasis? J Dent Res 1995; 74:
115261.
31. Cannon RD, Chafﬁn WL. Oral colonization by Candida
albicans. Crit Rev Oral Biol Med 1999; 10: 35983.
32. Filler SG, Sheppard DC. Fungal invasion of normally non-
phagocytic host cells. PLoS Pathog 2006; 2: e129.
33. Phan QT, Myers CL, Fu Y, Sheppard DC, Yeaman MR, Welch
WH, et al. Als3 is a Candida albicans invasin that binds to
cadherins and induces endocytosis by host cells. PLoS Biol
2007; 5: e64.
34. Dalle F, Wachtler B, L’Ollivier C, Holland G, Bannert N,
Wilson D, et al. Cellular interactions of Candida albicans with
human oral epithelial cells and enterocytes. Cell Microbiol 2010;
12: 24871.
35. Critchley IA, Douglas LJ. Isolation and partial characterization
of an adhesin from Candida albicans. J Gen Microbiol 1987;
133: 62936.
36. Pietrella D, Lupo P, Rachini A, Sandini S, Ciervo A, Perito S,
et al. A Candida albicans mannoprotein deprived of its mannan
moiety is efﬁciently taken up and processed by human dendritic
cells and induces T-cell activation without stimulating
proinﬂammatory cytokine production. Infect Immun 2008; 76:
435967.
37. Mora-Montes HM, Ponce-Noyola P, Villagomez-Castro JC,
Gow NA, Flores-Carreon A, Lopez-Romero E. Protein glyco-
sylation in Candida. Future Microbiol 2009; 4: 116783.
38. Li F, Palecek SP. Distinct domains of the Candida albicans
adhesin Eap1p mediate cellcell and cellsubstrate interactions.
Microbiol 2008; 154: 1193203.
39. Filler SJ. Candidahost cell receptorligand interactions. Curr
Opin Microbiol 2006; 9: 3339.
40. Hooper SJ, Wilson MJ, Crean SJ. Exploring the link between
microorganisms and oral cancer: a systemic review of the
literature. Head Neck 2009; 31: 122839.
41. Archer MC. Chemical carcinogenesis. In: Tannock IF, Hill RP,
eds. The basic science of oncology. New York: Pergamon Press;
1987. p. 89105.
42. Krogh P, Hald B, Holmstrup P. Possible mycological etiology of
oral mucosal cancer: catalytic potential of infecting Candida
albicans and other yeasts in production of N-nitrosobenzyl-
methylamine. Carcinogenesis 1987; 8: 15438.
43. Dwivedi PP, Mallya S, Dongari-Bagtzoglou A. A novel im-
munocompetent murine model for Candida albicans-promoted
oral epithelial dysplasia. Med Mycol 2009; 47: 15767.
44. O’Grady JF, Reade PC. Candida albicans as a promoter of oral
mucosal neoplasia. Carcinogenesis 1992; 13: 7836.
45. Tuyns AJ. Alcohol and cancer. Proc Nutr Soc 1990; 49: 14551.
46. Zakhari S. Overview: how is alcohol metabolized by the body?
Alcohol Res Health 2006; 29: 24554.
47. Seitz HK, Cho CH. Contribution of alcohol and tobacco use in
gastrointestinal cancer development. Methods Mol Biol 2009;
472: 21741.
48. Poschl G, Seitz HK. Alcohol and cancer. Alcohol 2004; 39: 155
65.
49. Seitz HK, Stickel F. Molecular mechanisms of alcohol-mediated
carcinogenesis. Nat Rev Cancer 2007; 7: 599612.
50. Homann N, Tillonen J, Meurman JH, Rintamaki H, Lindqvist
C, Rautio M, et al. Increased salivary acetaldehyde levels in
A review of oral squamous cell carcinoma and candidal infection
Citation: Journal of Oral Microbiology 2010, 2: 5780 - DOI: 10.3402/jom.v2i0.5780 5
(page number not for citation purpose)heavy drinkers and smokers: a microbiological approach to oral
cavity cancer. Carcinogenesis 2000; 21: 6638.
51. Kurkivuori J, Salaspuro V, Kaihovaara P, Kari K, Rautemaa R,
Gro ¨nroos L, et al. Acetaldehyde production from ethanol by
oral streptococci. Oral Oncol 2007; 43: 1816.
52. Salaspuro MP. Acetaldehyde, microbes, and cancer of the
digestive tract. Crit Rev Clin Lab Sci 2003; 40: 183208.
53. Vakevainen S, Mentula S, Nuutinen H, Salmela KS, Jousimies-
Somer H, Fa ¨rkkila ¨ M, et al. Ethanol derived microbial
production of carcinogenic acetaldehyde in achlorhydric
atrophic gastritis. Scand J Gastroenterol 2002; 37: 64855.
54. Collings A, Holmes AR, Shepherd MG. Secretion of end-
products of metabolism by Candida species. Biomed Lett 1991;
46: 28596.
55. Davidson BJ, Hsu TC, Schantz SP. The genetics of tobacco-
induced malignancy. Arch Otolaryngol Head Neck Surg 1993;
119: 1198205.
56. Salaspuro VJ, Hietala JM, Marvola ML, Salaspuro MP.
Eliminating carcinogenic acetaldehyde by cysteine from saliva
during smoking. Cancer Epidemiol Biomarkers Prev 2006; 15:
1469.
57. Meurman JH. Oral microbiota and cancer. J Oral Microbiol
2010; 2: 5195. DOI: 10.3402/jom.v2i0.5195.
58. Nakamura T, Matsumoto K, Kiritoshi A, Tano Y. Induction of
hepatocyte growth factor in ﬁbroblasts by tumor-derived factors
affects invasive growth of tumor cells: in vitro analysis of tumor-
stromal interactions. Cancer Res 1997; 57: 330513.
59. Schreurs J. Cytokines in infectious disease: the battle between
host and pathogen. Curr Opin Biotechnol 1993; 4: 72733.
60. Rich AM, Reade PC. Epithelial-mesenchymal interactions in
experimental oral mucosal carcinogenesis. J Oral Pathol Med
2001; 30: 38997.
61. Natarajan E, Saeb M, Crum CP, Woo SB, McKee PH,
Rheinwald JG. Co-expression of p16(INK4A) and laminin 5
gamma2 by microinvasive and superﬁcial squamous cell carci-
nomas in vivo and by migrating wound and senescent keratino-
cytes in culture. Am J Pathol 2003; 163: 47791.
62. Wandall HH, Dabelsteen S, Sorensen JA, Krogdahl A, Mandel
U, Dabelsteen E. Molecular basis for the presence of glycosy-
lated onco-foetal ﬁbronectin in oral carcinomas: the production
of glycosylated onco-foetal ﬁbronectin by carcinoma cells. Oral
Oncol 2007; 43: 3019.
63. Morschha ¨user J, Virkola R, Korhonen TK, Hacker J. Degrada-
tion of human subendothelial extracellular matrix by protei-
nase-secreting Candida albicans. FEMS Microbiol Lett 1997;
153: 34955.
64. Rodier M-H, El Moudni B, Kauffmann-Lacroix C, Daniault G,
Jacquemin J-L. A Candida albicans metallopeptidase degrades
constitutive proteins of extracellular matrix. FEMS Microbiol
Lett 1999; 177: 20510.
65. Pa ¨rna ¨nen P, Kari K, Virtanen I, Sorsa T, Meurman JH. Human
laminin-332 degradation by Candida proteinases. J Oral Pathol
Med 2008; 37: 32935.
66. Pa ¨rna ¨nen P, Meurman JH, Samaranayake L, Virtanen I.
Human oral keratinocyte E-cadherin degradation by Candida
albicans and Candida glabrata. J Oral Pathol Med 2010; 39: 275
8.
67. Fantini MC, Pallone F. Cytokines: from gut inﬂammation to
colorectal cancer. Curr Drug Targets 2008; 9: 37580.
68. Lax AJ, Thomas W. How bacteria could cause cancer: one step
at a time. Trends Microbiol 2002; 10: 2939.
69. Sun WH, Yu Q, Shen H, Ou XL, Cao DZ, Yu T, et al. Roles of
Helicobacter pylori infection and cyclooxygenase-2 expression in
gastric carcinogenesis. World J Gastroenterol 2004; 10: 280913.
70. Thun MJ, Namboodiri MM, Calle EE, Flanders WD, Health
CW Jr. Aspirin use and the riskof fatal cancer. Cancer Res 1993;
53: 13227.
71. Zhao Y, Hao Y, Ji H, Fang Y, Guo Y, Sha W, et al. Combination
effects of salvianolic acid B with low-dose celecoxib on
inhibition of head and neck squamous cell carcinoma growth
in vitro and in vivo. Cancer Prev Res 2010; 3: 78796.
72. Cha J-D, Li S, Cha I-H. Association between expression of
embryonic lethal abnormal vision-like protein HuR and cy-
clooxygenase-2 in oral squamous cell carcinoma. Head Neck
2010. DOI: 1002/hed.21507.
73. Orozco AS, Zhou X, Filler SG. Mechanisms of the proinﬂam-
matory response of endothelial cells to Candida albicans
infection. Infect Immun 2000; 68: 113441.
74. Wenghoefer M, Pantelis A, Najaﬁ T, Deschner J, Allam JP,
Novak N, et al. Gene expression of oncogenes, antimicrobial
peptides, and cytokines in the development of oral leukoplakia.
Oral Surg Oral Med Oral Pathol Oral Radiol Endod 2010; 110:
3516.
75. Gale N, Pilch BZ, Sidransky D, El Haggar A, Westra W,
Califano J, et al. Epithelial precursor lesions. In: Barnes L,
Eveson JW, Reichart P, Sidransky D, eds. World Health
Organization classiﬁcation of tumours. Pathology and genetics
of head and neck tumours. Lyon: IARC Press; 2005, p. 177.
76. Mantovani A, Allavena P, Sica A, Balkwill F. Cancer-related
inﬂammation. Nature 2008; 454: 43644.
77. Karin M. Nuclear factor kB in cancer development and
progression. Nature 2006; 441: 4316.
78. Netea MG, Sutmuller R, Hermann C, Van der Graf CAA, Van
der Meer JWM, Adema G, et al. Toll-like receptor 2 inhibits
cellular responses against Candida albicans through pathways
mediated by IL-10 and CD4CD25 regulatory T cells. J
Immunol 2004; 172: 37128.
79. Rodriguez-Cuesta J, Hernando FL, Mendoza L, Gallot N, de
Cerio AA, Martinez-de-Tejada G, et al. Candida albicans
enhances experimental hepatic melanoma metastasis. Clin Exp
Metastasis 2010; 27: 3542.
80. Sitheeque MAM, Samaranayake LP. Chronic hyperplastic
candidosis/candidiasis (candidal leukoplakia). Crit Rev Oral
Biol Med 2003; 14: 25367.
*Alison Mary Rich




Dunedin 9054, New Zealand
Email: alison.rich@otago.ac.nz
Marina Mohd Bakri et al.
6
(page number not for citation purpose)
Citation: Journal of Oral Microbiology 2010, 2: 5780 - DOI: 10.3402/jom.v2i0.5780